Objective The objective of this study was to compare clinical outcomes of preeclamptic pregnancies according to the proteinuria level. Study Design Secondary analysis of a multicenter prospective cohort study of women with preeclampsia (PE) symptomatology. Nonproteinuria, mild-proteinuria, and massive-proteinuria PEs were defined as: < 165 mg in 12 hours or < 300 mg in 24 hours, 165 mg to 2.69 g in 12 hours or 300 mg to 4.99 g in 24 hours, and ! 2.7 g in 12 hours or ! 5.0 g in 24 hours, respectively. Individual and composite maternal, fetal, and neonatal outcomes were compared among the PE groups. Results Of the 406 analyzed pregnancies, 36 (8.8%) had massive-proteinuria PE, 268 (66.0%) mild-proteinuria PE, and 102 (25.1%) nonproteinuria PE. Compared with the other groups, massive-proteinuria PEwomen had significantly higher blood pressures (p < 0.001), epigastric pain (p ¼ 0.007), and uric acid serum levels (p < 0.001) prior to delivery. Composite maternal morbidity was similar across the groups. Delivery < 34 0/7 weeks occurred in 80.6, 49.3, and 22.5% of massive-proteinuria, mild-proteinuria, and nonproteinuria PE groups, respectively (p < 0.0001). Composite adverse neonatal outcomes were significantly higher in the massiveproteinuria PE compared with the other groups (p ¼ 0.001).
Preeclampsia (PE) affects approximately 3 to 5% of the pregnant population and is a leading cause of maternal and perinatal morbidity and mortality.
1 One-quarter of medically indicated preterm deliveries are linked to PE. 2 In the past decades, a progressively increasing prevalence of PE has been attributed to multiple risk factors including a significant rise in maternal obesity and diabetes, [3] [4] [5] delayed childbearing and to an increased rate of multiple gestations.
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Women who develop PE are at significant risk of early cardiovascular disease, hypertension, cerebrovascular accidents, and death. [7] [8] [9] Furthermore, there is growing evidence that offspring born to preeclamptic women are at increased risk for early onset of cardiovascular disease and stroke during adulthood. 10, 11 That risk seems to be more substantial when PE is diagnosed before 34 weeks of gestation.
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In 2002, the American College of Obstetricians and Gynecologists (ACOG) practice bulletin 12 recommended following the diagnostic criteria of PE established by the National High Blood Pressure Education Program Working Group in 2000. 13 This group defined PE as new onset of hypertension:
systolic blood pressure (SBP) ! 140 mm Hg or diastolic BP (DBP) ! 90 mm Hg after 20 weeks in a previously normotensive woman and proteinuria along with a protein excretion of ! 0.3 g in a 24-hour period. 13 Women with proteinuria ! 5 g in a 24-hour specimen or ! 3þ on two random urine samples collected at least 4 hours apart met criteria for severe disease by the 2002 ACOG criteria. 12 In 2013, ACOG published new recommendations on hypertension in pregnancy elaborated by a multidisciplinary panel of experts.
14 Important changes to the PE definition were made including elimination of the severe PE diagnosis in pregnancies with gestational hypertension and a proteinuria level of ! 5 g in 24 hours. 14 The rationale behind this new definition was convincing evidence demonstrating a lack of association between the level of urinary protein (UP) loss and pregnancy outcomes. 14 According to ACOG, the amount of proteinuria or change in the amount of proteinuria, as isolated factors, does not justify delivery in preeclamptic pregnancies with a gestational age (GA) < 37 0/7 weeks.
14
In the new criteria, ACOG recommends diagnosing PE in the absence of proteinuria when any of several abnormalities are present: thrombocytopenia (platelet count < 100,000/ µL), elevated levels of liver transaminases twice or more above the normal concentrations, elevated serum creatinine > 1.1 mg/dL or a doubling elevation in absence of other renal disease, pulmonary edema, or new-onset cerebral or visual disturbances.
14 Furthermore, "severe features of PE" is diagnosed when any of these findings are present or when maternal SBP is ! 160 mm Hg or DBP ! 110 mm Hg on two occasions at least 4 hours apart while the patient is on bed rest. 14 Maternal/fetal conditions and GA are the most important factors in determining the timing of delivery of women with severe disease. For those pregnancies with stable maternal and fetal conditions and GA < 34 0/7 weeks, expectant management that involves daily maternal and fetal surveillance is recommended at medical centers equipped with adequate maternal and neonatal intensive care resources.
The relationship between heavy proteinuria and adverse clinical events in pregnancies complicated by PE has been investigated in multiple studies. [15] [16] [17] [18] [19] [20] [21] [22] [23] and inclusion of hypertensive disorders other than PE to examine pregnancy outcomes. 19 Given the recent revision of the diagnostic criteria for PE, we believe it is appropriate to reconsider the association between the degree of proteinuria with the clinical course and pregnancy outcome of PE. PE Triage by Rapid Assay (PETRA) of novel biomarkers of placental function and maternal adaptation was a recent multicenter prospective cohort study that enrolled women with any signs or symptoms of PE. The primary objective of this study was to validate the Triage placental growth factor test as an aid in the diagnosis of PE in symptomatic women. Importantly, this study classified PE using the most recent ACOG's clinical criteria. The final diagnosis was adjudicated by a panel of independent experts allowing us to compare pregnancy outcomes between nonproteinuric and proteinuric PEs. The objective of our study was to determine whether preeclamptic pregnancies with massive proteinuria, defined as > 2.7 g in 12 hours or > 5.0 g in 24 hours, have worse maternal, fetal, or neonatal outcomes compared with those with mild or nonproteinuria.
Materials and Methods
We conducted a secondary analysis of the multicenter PETRA prospective cohort study. In PETRA, pregnant women 16 14 HELLP syndrome was defined as PE plus AST and ALT twice normal, LDH twice normal, and thrombocytopenia (platelets < 100,000/µL). Preeclamptic pregnancies were classified in three groups according to the degree of proteinuria: (1) nonproteinuria PE was defined as either proteinuria < 165 mg in 12 hours or < 300 mg in 24 hours; (2) mild-proteinuria PE included patients with proteinuria between 165 mg and 2.7 g in 12 hours or from 300 mg to 4.9 g in 24 hours; and (3) massive-proteinuria PE criteria were proteinuria > 2.7 g in 12 hours or > 5.0 g in 24 hours. We used 12 hours proteinuria cutoff values that have been reported to correlate well with 24 hours urine proteinuria values in previous studies. 26, 27 The highest timed proteinuria value was selected in cases with multiple testing. Maternal demographic and clinical characteristics were compared between the PE groups. BP values, symptomatology, and laboratory parameters within 24 hours of delivery were analyzed in each group. Mode of delivery, timing of delivery, birth weight, Apgar scores, and arterial cord gas values were also analyzed when available. Women with superimposed PE were excluded. Maternal, fetal, and neonatal outcomes were compared among the PE subgroups categorized by their degree of proteinuria. Composite adverse maternal outcome was defined as the presence of any of the following: acute renal failure, liver hematoma/rupture, acute myocardial infarction, cortical blindness, retinal detachment, cerebrovascular accident, pulmonary edema/adult respiratory distress syndrome, placental abruption, eclampsia, need for third intravenous agent to control BP, disseminated intravascular coagulation, or maternal death. Composite adverse fetal outcome included preterm delivery < 34 0/7 weeks or < 37 Level of significance was set at < 0.05. All reported tests of statistical significance were two sided. All analyses were performed with SAS for Windows (version 9.4).
Results
A total of 675 patients were adjudicated with a final diagnosis of PE by the PETRA's independent panel. Of these, 406 women (60.1%) underwent timed 12 or 24 hours urine collections. One-hundred two women (25.1%) were classified as nonproteinuria PE, 268 pregnancies (66.0%) had mildproteinuria PE, and 36 cases (8.8%) had massive-proteinuria PE. Baseline demographic and clinical characteristics were similar among the three groups, with the exception of nulliparity which was more prevalent in women with massive-proteinuria PE (►Table 1). Platelet count and liver enzymes serum levels were similar among the groups. The uric acid levels were higher in the massive-proteinuria PE (median, 6.7 mg/dL; IQR, 5.5-7.6) compared with the mild-proteinuria PE (median, 5.9 mg/dL; IQR, 4.9-7.0) and nonproteinuria PE (median, 5.1 mg/dL; IQR, 4.3-5.8) groups (p < 0.001; ►Table 2). Uric acid was also significantly higher in the mild-proteinuria PE compared with nonproteinuria PE pregnancies. Among clinical signs and symptoms related to PE (►Table 3), RUQ/epigastric pain was reported in 19.4% of massive-proteinuria PE women There was not a significant difference in either individual or composite adverse maternal morbidity among the PE groups (►Table 4). Adverse maternal morbidity was uncommon overall, with any element occurring in < 6% of cases in all three groups. There were no cases of maternal death. Median GA (IQR) at delivery for massive-proteinuria, mildproteinuria, and nonproteinuria PE groups were 31.3 (28.6-33.6), 34.0 (30.6-36.7), and 36.6 (34.1-38.4) weeks, respectively (►Table 5; p < 0.001). Preterm delivery < 34 0/7 weeks occurred in 80.6% of massive-proteinuria PE patients, in 49.3% of mild-proteinuria PE women, and in 22.5% of women with nonproteinuria PE (p < 0.0001). The difference in the preterm birth rate < 34 0/7 weeks between the nonproteinuria and mild-proteinuria PE groups was also significant (p < 0.0001). Similar differences were noted in the delivery rate < 37 0/7 weeks across all the groups (►Table 5). Cesarean delivery rate was significantly higher in the massive-proteinuria PE (86.1%) than in the mild-proteinuria PE (64.9%) and nonproteinuria PE (55.9%) groups (p ¼ 0.0001). Stillbirth and IUGR (both, EFW < 10th percentile or EFW < 5th percentile by ultrasound exam) rates were similar across the groups (►Table 5). Composite adverse fetal outcome was driven by the significant differences noted in the preterm delivery rates among the groups, with the highest percentages noted, as mentioned earlier, in the massive-proteinuria PE group. Of our study's 443 neonates, 42 (9.4%) were born to massive-proteinuria, 292 (66.0%) to mild-proteinuria, and 109 (24.6%) to nonproteinuria PE women. Mean birth weight was significantly lower in the massive-proteinuria PE neonates (1,392 AE 557 g) compared with those born to mildproteinuria PE (1,937 AE 892 g) and nonproteinuria (2,456 AE 885 g) PE women (p < 0.001). The differences in birth weight were also significant between nonproteinuria and mild-proteinuria PE neonates (►Table 6). Apgar score < 7 at 5 minutes was reported more commonly in the massive-proteinuria PE infants (19.0%) than for mild-proteinuria (7.2%) and nonproteinuria (6.4%) groups, respectively (p ¼ 0.0005). Umbilical arterial cord gasses were reported only in 226 of 443 subjects (51.0%) and there was no difference on the mean pH or in the number of pH values < 7.0 across the groups. RDS was the most common neonatal complication affecting 47.6% of massive-proteinuria PE, 28.8% of mild-proteinuria PE, and 11.0% of non-proteinuria 
Comment
This prospective cohort study with independent adjudication of PE diagnosis using the new 2013 ACOG criteria indicates that individual and composite adverse maternal outcomes were not increased in preeclamptic women with massive proteinuria compared with those with mild or nonproteinuria PE. However, we found that massive-proteinuria PE was associated with preterm delivery < 34 0/7 weeks in more than 80% of cases, which was almost twice as high as the mild-proteinuria PE group and almost four times higher than in the nonproteinuria group. Women with massiveproteinuria had more PE-related symptoms and laboratory abnormalities including higher BP, RUQ/epigastric pain, and higher uric acid levels suggesting a more severe clinical presentation. Also, enrollment occurred much earlier in women with massive proteinuria indicating that the diagnosis was made at more preterm GAs. This earlier and more severe presentation certainly influenced the clinical management and the final decision for delivery. The higher neonatal morbidity rate seen in infants born to massiveproteinuria women was most likely related to the earlier GA at delivery with RDS being the most common neonatal complication affecting almost half of these infants. The cesarean delivery rate was extremely high (86.1%) in the massive-proteinuria PE group and 19% of newborns from this group had Apgar scores < 7 at 5 minutes. Although we did not analyze fetal testing data, our results suggest the possibility that compromise of the fetal condition played a major role in the mode and timing of delivery in these patients. IUGR, defined as EFW < 10th percentile, occurred in 9.5 to 10.2% of the enrolled pregnancies without significant differences among the groups. Several studies have shown that the presence of proteinuria in PE increases the risk for specific adverse pregnancy outcomes. [21] [22] [23] [24] [25] Using a different proteinuria threshold from our study, a recent secondary analysis of the Vitamins in PE (VIP) trial found that preeclamptic pregnancies with a timed 24-hour proteinuria ! 500 mg compared with 300 to 499 mg delivered significantly earlier (33.2 vs. 37.2 weeks) and had a significantly higher cesarean delivery rate (78 vs. 48%). 21 In the VIP trial, preterm delivery < 34 weeks occurred more often in the group with greater proteinuria (26.7 vs. 13.3%). Two prospective cohorts have shown that the presence of proteinuria, defined as UP/CR ! 30 mg/mmol, 25 or > 300 mg in 24 hours, 22,25 compared with nonproteinuria in preeclamptic pregnancies is associated with both increased maternal and fetal complications such as hyperuricemia, severe hypertension, renal insufficiency, thrombocytopenia, liver disease, preterm delivery < 37 0/7 weeks, perinatal mortality, and SGA. 22, 25 Other investigators have found that elevated UP excretion assessed by spot UP/CR (! 0.3 mg/mg) also predisposes to adverse maternal and perinatal outcomes including severe maternal hypertension, . In those studies, dipstick proteinuria was included in the models as one of the predictors for these adverse outcomes.
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Conversely, other evidence does not support the association between proteinuria and adverse pregnancy outcomes. [15] [16] [17] [18] [19] [20] The most comprehensive study is a systematic review of 16 primary studies conducted in 2009. 18 This systematic review showed that proteinuria was not associated with eclampsia, abruption, or HELLP syndrome, neonatal death, perinatal death, SGA, or NICU admission. Only the stillbirth rate was found to be higher in pregnancies with heavy proteinuria (positive likelihood ratio, 2.0; 95% confidence interval, 1.5-2.7). That systematic review, however, did not report associations with other important adverse outcomes such as preterm birth rate and neonatal morbidity. Importantly, 5 of the 16 studies (31.2%) were retrospective and proteinuria quantification was performed by dipstick also in 5 studies. Other limitations included heterogeneity among the studies in regard to study population, definition of PE, and proteinuria thresholds. One retrospective cohort included in the systematic review had a similar design to our study. 15 Perinatal outcomes were compared between preeclamptic pregnancies with 24-hour proteinuria < 5, 5 to 9.9, and ! 10 g. This study reported that maternal outcomes did not differ between the PE subgroups. The authors found that compared with women with the lesser amounts of proteinuria (< 5 g/24 hours), those women with ! 10 g proteinuria were diagnosed earlier (30.6 AE 3.3 vs. 32.3 AE 3.4 weeks) and had earlier deliveries (30.9 AE 3.3 vs. 33.0 AE 3.2 weeks). Neonatal complications, that is, RDS and IVH were more common in infants born to mothers with ! 10 g/24 hours of proteinuria compared with the other subsets of patients, but the difference was not statistically different. Clinical management of enrolled patients was dictated by institutional standardized protocols of participating centers and the final decision for delivery was made considering the global maternal and fetal condition. Composite adverse maternal outcome occurred in the range of 3 to 6% of all pregnancies and it was similar across the PE groups. Adherence to clinical protocols including prompt delivery in tertiary centers likely explains the low rate of serious adverse maternal outcomes, stillbirth, and neonatal mortality in this cohort. Massive UP excretion > 2.7 g in 12 hours or > 5 g in 24 hours was highly prevalent in pregnancies with early onset of PE < 34 weeks, a variety of PE typically associated with the greatest maternal and perinatal risk. Current clinical obstetrical guidelines in the United States and Canada recommend the exclusion of massive proteinuria > 5 g/24 hours 14,30 as a marker of clinical severity and delivery < 37 0/7 weeks is not indicated if this is the only detected abnormality. This may be reasonable if massive proteinuria is an isolated finding; however, it is frequently associated with other clinical manifestations and laboratory abnormalities indicative of greater disease severity and a higher rate of specific adverse pregnancy outcomes. Exclusion of massive proteinuria from the diagnostic criteria of severe PE could erroneously lead clinicians to believe that these pregnancies have a low rate of complications and better outcomes than those now categorized as PE with "severe features." 14, 30 In fact, our subgroup of nonproteinuria PE defined by current ACOG clinical and laboratory parameters as having severe features had the most favorable pregnancy outcomes among the studied groups. The median GA at delivery in this group was more than 4 weeks later than in the massive-proteinuria PE group, the mean birth weight was significantly higher, and the rates of cesarean delivery and neonatal complications were much lower. Although no longer part of the clinical criteria for diagnosis, our investigation supports assessment for and observatory vigilance of pregnancies with massive proteinuria. In deciding to undertake expectant management for these pregnancies, the clinician should closely follow a clinical protocol such as the one outlined in the committee opinion of the Society for Maternal-Fetal Medicine.
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Our data emphasize the limitations of current and past classifications of PE. The complexity of the disease makes it very challenging to categorize as less or more severe in the ample clinical spectrum. Until we develop a more accurate ancillary test that improves our ability to diagnose PE and predict its outcomes, we should not overlook pregnancies with massive proteinuria even if it is no longer considered a component of the diagnostic criteria for severe PE.
The small sample size of the massive-proteinuria PE group is a major limitation of our study. In the original cohort, proteinuria was measured by different methods including urine dipstick, UP/CR, and timed 12 and 24 hours urine collections. Although all possess accuracy limitations, the latter has been considered the "gold standard" test for several decades. Several studies have reported that the amount of proteinuria collected in a shorter period of time (12 hours) correlates well with the standard 24 hours urine collection. 26, 27 We selected these two methods, as they were considered the most accurate tests available for the quantification of proteinuria. Unfortunately, only 406 of the 675 women diagnosed with PE underwent either of these tests. Our small sample size increases the probability of type II error in some of our statistical analysis. This is particularly true for the relatively rare but life-threatening maternal complications of PE. Also, the small number of cases with massive proteinuria limits our ability to perform additional analysis that might identify a proteinuria threshold at which adverse pregnancy outcomes could become significantly more likely. Although, an independent panel of experts made the diagnosis of PE using current clinical guidelines in the United States, we cannot exclude the possibility of selection bias in this cohort. Relevant clinical data such as fetal testing results prior to delivery were not available for analysis limiting our capacity for explaining the high rate of preterm birth, cesarean delivery, and high frequency of low Apgar score in the massive-proteinuria PE group. Furthermore, umbilical cord gasses were only obtained in approximately half of the neonates. In summary, our investigation found that massive proteinuria occurs frequently in preeclamptic pregnancies diagnosed at early GAs and is often associated with more severe maternal and laboratory abnormalities. We believe that quantification of maternal proteinuria by some method should continue to be part of the clinical evaluation of PE. Importantly, massive proteinuria is unlikely to be an isolated finding. When present, a judicious clinical assessment for the presence of other severe clinical features is justified. While some may argue that quantification of proteinuria is an insufficient predictor of severity and may have resulted in unnecessary early preterm birth, we believe this is unlikely. This cohort demonstrates the association of massive proteinuria with earlier disease onset, severe BP elevations, more frequent laboratory abnormalities, severe maternal symptoms, low Apgar scores, and a higher cesarean delivery rate suggesting that it is a covariable indicating maternal/fetal severity rather than a confounding variable. We encourage the clinician to consider the implications that massive proteinuria has in the clinical course and outcome of PE.
